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Functional Assays
The functional assays were conducted by Eurofins Panlab Discovery Service. Compound 2 was tested for both agonist and antagonist activities of the adrenergic receptor subtypes β 1 and β 2 using conditions described in Table S1 . For functional antagonism, the β 1 -adrenergic receptor was first agonized with isoproterenol to release cAMP. The agonism, detected by cAMP accumulation, was subsequently blocked through the treatment with either compound 2 (IC 50 = 0.017 ± 0.014 μM) or the positive control, atenolol (IC 50 = 0.40 ± 0.003 μM) as shown in Figure   S1 . Following a similar protocol, 2 and the positive control, ICI-118,551, inhibited the procaterol-induced cAMP increase at the β 2 -adrenergic receptor with IC 50 values of 0.0069 ± 0.0027 μM and 0.00067 ± 0.00012 μM, respectively ( Figure S2 ). In the absence of  1 or  2 agonists, compound 2 had no effect. Table S1 . Methods for β 1 and β 2 -adrenergic receptor functional assays 
Methyl (R)-2-(2-chlorophenyl)-2-hydroxyacetate (9)
To a solution of (R)-(−)-2-chloromandelic acid (7) (7.38 g, 39.5 mmol) in CH 3 OH (15 mL) was added SOCl 2 (3.2 mL, 44 mmol) at 0 o C under argon. After being stirred at room temperature for 16 h, the reaction mixture was poured into saturated aqueous NaHCO 3 (100 mL). The mixture was then evaporated in vacuo to remove CH 3 OH. The aqueous layer was extracted with EtOAc (2 × 50 mL), and the combined organic extracts were washed with brine, dried over anhydrous Na 2 SO 4 , filtered and concentrated to afford 9 (7.9 g, 99%) as a colorless oil; 
Methyl (R)-2-(((4-((tert-butyldimethylsilyl)oxy)-3-methoxyphenethyl)carbamoyl)oxy)-2-
(2-chlorophenyl)acetate (11) To a solution of triphosgene (630 mg, 2.1 mmol) in anhydrous toluene (5 mL) was added a solution of 8 (850 mg, 3.0 mmol) in anhydrous toluene (5 mL) under argon. The mixture was stirred at room temperature for 30 min and heated to 100 o C for another 1 h. The resulting mixture was then allowed to cool to room temperature and slowly added into a suspension of 9 (400 mg, 2.0 mmol) and triethylamine (340 μL, 2.4 mmol) in anhydrous CH 2 Cl 2 (5 mL) under argon. After being stirred at room temperature for 16 h, the reaction was quenched by the addition of saturated aqueous NH 4 Cl, evaporated in vacuo to remove excess toluene and 
12
To a solution of 11 (308 mg, 0.61 mmol) in anhydrous CH 2 Cl 2 (10 mL) was added dropwise a solution of DIBAL-H (25% in toluene, 800 μL, 1.2 mmol) at −78 o C under argon, and the mixture was stirred at −78 o C for 1 h. Then, CH 3 OH (500 μL) was added, and the reaction was stirred at −20 o C for 10 min. Following the addition of BF 3 ·OEt 2 (740 μL, 6 mmol), the resulting mixture was stirred at room temperature for another 1 h. This reaction mixture was quenched with H 2 O (5 mL), evaporated in vacuo to remove excess CH 3 OH, and then partitioned between H 2 O and EtOAc. After neutralization with saturated aqueous NaHCO 3 , the organic layer was washed with brine, dried over anhydrous Na 2 SO 4 , filtered and concentrated. To the crude mixture in anhydrous CH 2 Cl 2 (5 mL) was added TBAF (1.0 M in THF, 470 μL, 4.7 mmol) under argon. After being stirred at room temperature for 10 min, the reaction was evaporated in vacuo. 3 1 S,12bS)-7,8-Dimethoxy-3 1 -methyl-3 1 ,4,5,12b-tetrahydro-2H-dibenzo[de,g]oxazolo[5,4,3-ij] quinolin-2-one (S3) To a solution of 14 (22 mg, 0.068 mmol) and Cs 2 CO 3 (26 mg, 0.08 mmol) in anhydrous DMF (1 mL) was added CH 3 I (5 μL, 0.08 mmol) under argon, and the mixture was stirred at room temperature for 16 h. After being quenched with H 2 O (10 mL), the aqueous layer was extracted with EtOAc (2 × 20 mL). The combined organic extracts were washed with brine, dried over anhydrous Na 2 SO 4 , filtered and concentrated. 
rel-(6aS,7S)-1,2-Dimethoxy-6a-methyl-5,6,6a,7-tetrahydro-4H-dibenzo[de,g]quinolin-7-ol (3)
To a solution of S3 (22 mg, 0.065 mmol) in THF (1 mL) was added saturated KOH (aq) (1 mL), and the mixture was stirred at 75 o C for 3 days. After being quenched with H 2 O (10 mL), the aqueous layer was extracted with EtOAc (2 × 20 mL). The combined organic extracts were washed with brine, dried over anhydrous Na 2 SO 4 , filtered, and concentrated. 
